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a b s t r a c t

Cancer cells adapt their metabolism to support proliferation and survival. A hallmark of cancer, this alter-
ation is characterized by dysfunctional metabolic enzymes, changes in nutrient availability, tumor micro-
environment and oncogenic mutations. Metabolic rewiring in cancer is tightly connected to changes at
the epigenetic level. Enzymes that mediate epigenetic status of cells catalyze posttranslational modifica-
tions of DNA and histones and influence metabolic gene expression. These enzymes require metabolites
that are used as cofactors and substrates to carry out reactions. This interaction of epigenetics and metab-
olism constitutes a new avenue of cancer biology and could lead to new insights for the development of
anti-cancer therapeutics.

� 2013 Elsevier Ireland Ltd. All rights reserved.

1. Introduction

Conrad Waddington first established the concept of epigenetics
in 1942 when he proposed that genes interact with their product to
determine a phenotype [1]. This observation was later corrobo-
rated by findings from Barker and Osmond in 1986 that showed
genes respond to environmental exposures during embryonic
development [2]. They demonstrated that expectant mothers with
poor eating habits give birth to children more susceptible to dis-
ease during childhood and well into their adulthood. This develop-
mental response is characterized by changes in gene activity that is
passed onto successive generations. Further evidence of transgen-
erational transmission of genetics emerged from the Bygren and
Pembrey investigation into the possibility that some gene
functions are not only passed on from mother to fetus during
pregnancy but can be carried over from both male and female past
exposures before conception [3,4]. These findings shaped the defi-
nition of the term ‘‘epigenetics’’ to become the study of modifica-
tions in gene expression that do not involve changes in DNA
nucleotide sequences [5]. Hence, the epigenetic layer of gene reg-
ulation controls both normal cellular processes and abnormal
events associated with disease, notably cancer [6,7].

It is widely recognized that cancer is a constellation of diseases
manifested in various clinical subtypes, each characterized by dis-
tinct histopathological and biological features [8]. At the origin of
all cancers remains abnormal cell proliferation, which has so far of-
fered a useful but incomplete target for anticancer therapy [9,10].

Chemotherapeutic agents exerting cytotoxic effects on rapidly
dividing cells are commonly used as first line of therapy, but be-
come inefficient when tumors acquire resistant phenotypes and
progress into a refractory phase. There is considerable need to cir-
cumvent tumor resistance to conventional therapy to achieve a
more successful treatment. This goal is potentially attainable by
exploiting intrinsic and extrinsic factors that contribute to tumor-
igenesis. One emerging possibility of new cancer therapy is to tar-
get the alteration of cell metabolism [11,12]. Over eighty years ago,
Otto Warburg established that cancer cells metabolize increasing
amounts of glucose through fermentation even in oxygen rich
environments that originally suggested defective mitochondria
[13]. Termed the Warburg Effect by Efraim Racker, this phenome-
non was later shown to occur even with fully functional mitochon-
dria [14]. It also has been observed that cancer cells utilize
glutamine to support the synthesis of cellular building blocks (ami-
no acids, ribonucleotides, and lipids) [15]. One mechanism of met-
abolic alteration in cancer cells is shown to occur at the epigenetic
level [16]. Enzymes involved in epigenetic modulation necessitate
a tightly regulated level of metabolic intermediates and cofactors,
in addition to controlling genes implicated in metabolic repro-
gramming. In the context of cancer, these enzymes are dysregu-
lated and promote functions conducive to tumor growth, namely,
activation of oncogenes, and inactivation of tumor-suppressor
genes [17]. In this review we will highlight the role of intermediate
metabolites and cofactors in regulating epigenetic biochemical
reactions. We will then address the significance of amino acid
metabolism in mediating epigenetic changes. Furthermore, the
role of environmental inputs such as nutrition in modulating the
epigenome will be discussed. Finally, we will conclude with a
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discussion on pharmacologic intervention strategies for the repro-
gramming of metabolic pathways.

2. Metabolites and cofactors mediate activity of epigenetic-
associated enzymes

Chromatin restructuring is a dynamic event that regulates gene
transcription. Chromatin is composed of a nucleosome core made
of a histone octamer (histone 2A, 2B, 3 and 4) wrapped by DNA.
Posttranslational modifications of the DNA and histone tails dictate
the configuration of chromatin whether open (euchromatin) and
generally conducive to gene transcription, or condensed (hetero-
chromatin) that promotes gene repression. These covalent modifi-
cations are crucial to the accessibility of DNA to transcriptional
machinery, hence determining which genes are turned ‘‘on’’ or
‘‘off’’ [18]. These modifications can be retained across generations
conferring properties of epigenetics to their associated DNA. Epige-
netic regulation of gene expression occurs at the level of DNA, his-
tones, and RNA. The most well characterized are DNA methylation,
histone methylation, acetylation, and phosphorylation, and micr-
oRNA-dependent gene silencing [19]. The activities of the many
chromatin-modifying enzymes described herein are regulated in
part by the concentrations of their required metabolic substrates
or cofactors (Table 1) [16,20].

DNA methylation is mediated by DNA methyltransferase
(DNMT) enzymes, which rely on the methyl donor S-Adenosyl
methionine (SAM). The methyl group is transferred to the fifth po-
sition carbon of cytosine within cytosine guanine (CpG) dinucleo-
tides. Methylation of CpG motifs in gene promoter sequences
often results in gene silencing [21]. This event could be reversed
through a multistep demethylation reaction mediated by ten-ele-
ven translocation (TET) proteins [22–24]. Global DNA hypomethy-
lation and site-specific CpG promoter hypermethylation are
common epigenetic features of cancer [25].

Methylation of histones occurs at the lysine or arginine residue
and is catalyzed by histone methyltransferase (HMT) enzymes
[26]. Like DNMT, HMT utilizes SAM as a key methyl donor. Two
family proteins have been identified to reverse histone methyla-
tion events. The first is a flavin adenine dinucleotide (FAD)-depen-
dent oxidase known as LSD1, and the second is alpha-ketoglutarate
(aKG) and ferrous ion-dependent oxygenase known as JmjC-do-
main containing histone demethylase (JHDM) [27–30]. Histone
demethylase activity is associated with context-dependent
activation or repression of gene transcription [31–33].

Besides histone methylation, histone acetylation is another
dynamic process that is regulated by two classes of enzymes: the
histone acetyltransferases (HAT) and histone deacetylases (HDAC)
[34]. HAT transfers the acetyl group of Acetyl-CoA to lysine resi-
dues of histones and is mostly associated with transcriptional acti-
vation [35,36]. Histone deacetylation is frequently carried by two
broad classes of deacetylases. The first is zinc-dependent and the
second is a nicotinamide adenine dinucleotide (NAD+)-dependent
family of proteins termed Sirtuins. The levels of these deacetylases
have been shown to be elevated in several types of cancers and
promote gene repression and silencing [37,38].

Additional routes of epigenetic modification are gaining inter-
est. Molecules involved in intracellular signaling pathways have
been known to affect nuclear transcription through indirect mech-
anisms. However, it is now recognized that direct mechanisms also
exist, as some kinases are capable of translocating to the nucleus to
directly phosphorylate histones [39]. One such example is AMP-
activated protein kinase (AMPK), a kinase that serves as a meta-
bolic sensor of ATP/AMP ratio [40]. During metabolic stress and
in response to low ATP/AMP, AMPK phosphorylates histone H2B
on serine 36 that triggers the expression of genes necessary for cell
survival and adaptation to metabolic changes [41]. Additionally,
modifications of the O-linked N-acetylglucosamine (GlcNAc) type
have been reported to occur on histone H2B at serine 112. The gly-
cosylation reaction is catalyzed by O-GlcNAc transferase (OGT)
[42,43]. The implication of this type of epigenetic modification is
not fully understood and warrants further investigation.

3. Genetic and epigenetic alteration of metabolic enzymes in
cancer

Cancer initiation and progression are driven by alteration in
gene expression as a result of specific activating mutations in onco-
genes and prometastatic genes, or inactivating mutations in tumor
suppressor genes. Compelling evidence implicates mutations in
metabolic enzymes as a predisposition to tumorigenesis [44–46].
Among the metabolic enzymes reported to contribute to cancer
pathogenesis we cite: NADP+-dependent isocitrate dehydrogenase
(cytosolic IDH1 and mitochondrial IDH2) in gliomas [47,48], acute
myelogenous leukemia [49], and chondrosarcoma [50]; succinate
dehydrogenase (SDH) in familial paragangliomas [51]; and fuma-
rate hydratase (FH) in leiomyoma, leiomyosarcoma, and papillary
renal cancers [52]. Mutational inactivation in these enzymes leads
to the accumulation of 2-hydroxyglutarate, succinate, and fuma-
rate, respectively [53]. At high concentrations, these metabolites
inhibit the activity of histone and DNA demethylases and take on
the role of oncometabolites [54] (Fig. 1). In recent work by Killian
et al., a characteristic DNA hypermethylation pattern was observed
in gastrointestinal stromal tumors with mutations in SDH. Such
alterations were shown to be sufficient to drive oncogenesis [55].
Similar observations of genomic hypermethylation were reported
by Letouze et al. in paragangliomas and pheochromocytomas car-
rying mutations in SDH. This phenotype associated with aggressive
clinical behavior of the disease [56].

Phosphoglycerate dehydrogenase (PHGDH), a metabolic en-
zyme, is amplified in melanoma and breast cancer [57,58]. Muta-
tional amplification in PHGDH directs the metabolic flux toward
the serine biosynthetic pathway, which regulates one-carbon
metabolism (Fig. 1). This event increases the concentration of the
methyl donor methionine that can affect cellular epigenetics
[59]. A current study by Ulanovskaya et al. uncovered a role for nic-
otinamide N-methyltransferase (NNMT) in regulating epigenetic
events in cancer cells. NNMT is aberrantly expressed in various
cancer types and is associated with increased cell invasive and
migratory potentials. NNMT catalyzes the transfer of the methyl

Table 1
Interface of metabolic pathways and epigenetic regulation.

Glucose Glucose/gluta mine Serine/glycine/threonine

Hexosamine Pathway Glycolysis TCA Cycle TCA Cycle TCA Cycle One carbon metabolism/folate–methionine cycle
GlcNac NAD+/NADH Acetyl CoA AMP/ATP aKG SAM
OGT SIRT HAT AMPK HDM/TET HMT/DNMT
GlcNacylation Deacetylation Acetylation Phosphorylation Demethylation Methylation

�GlcNac, O-linked N-acetylglucosamine; OGT, O-linked N-acetylglucosamine transferase; SIRT, sirtuins; TCA cycle, tricarboxylic acid cycle; HAT, histone acetyltransferase;
AMPK, 50 adenosine monophosphate-activated protein kinase; aKG, alpha ketoglutarate; HDM, histone demethylase; SAM, S-Adenosyl methionine; HMT, histone methyl-
transferase; DNMT, DNA methyltransferase.
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